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THE REPLY FILED 17 October 2006 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1 . [3 The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To avoid abandonment of 

this application, applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which 
places the application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41 .31 ; or (3) 
a Request for Continued Examination (RCE) in compliance with 37 CFR 1.114. The reply must be filed within one of the following 
time periods: 

a) ^ The period for reply expires 3_months from the mailing date of the final rejection. 

b) □ The period for reply expires on: (1) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN 

TWO MONTHS OF THE FINAL REJECTION. See MPEP 706.07(f). 
Extensions of time may be obtained under 37 CFR 1.136(a). The date on which the petition under 37 CFR 1136(a) and the appropriate extension fee 
have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee 
under 37 CFR 1.17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as 
set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, 
may reduce any earned patent term adjustment. See 37 CFR 1.704(b). 
NOTICE OF APPEAL 

2. □ The Notice of Appeal was filed on . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the date of 

filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the appeal. Since 
a Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41 .37(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) □ They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) O They raise the issue of new matter (see NOTE below); 

(c) □ They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) Q They present additional claims without canceling a corresponding number of finally rejected claims. 
_ NOTE: . (See 37 CFR 1 .1 16 and 41 .33(a)). 

4. □ The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. D Applicant's reply has overcome the following rejection(s): . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling the 

non-allowable claim(s). 

7. £3 For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) E will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim(s) rejected: 1-9.11-13 and 45-47 . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 

8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary and 
was not earlier presented. See 37 CFR 1.116(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome all rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41.33(d)(1). 

1 0. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

1 1 . [3 The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

see attached. 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08) Paper No(s). 

13. □ Other: . 
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Applicant filed a response to the Final Action of July 18, 2006 on October 17, 
2006. Claims 10, 14-44, 48 are cancelled. Claims 1-9, 1 1-13, 45-47 are amended. 
Claims 1-9, 11-13, 45-47 are under consideration. 

Maintained Rejections 

Double Patenting 

Applicant's arguments, page 6 of Applicant's response, filed October 17, 2006 
have been fully considered but they are not persuasive. Applicant indicates that the 
double patenting rejection will be held in abeyance until subject matter is found 
allowable. While the Examiner acknowledges Applicant's statement, the rejection is 
maintained . Applicant also indicates that in view of the election in response to the 
restriction in USSN 10/477,238 ('238), the rejection should be withdrawn. In response, 
claims 5-1 1 , 1 3, 1 6 of '238 have been amended and do not encompass the claims of 
the instant application and as such, the rejection as it applies to claims 5-11, 13, 16 of 
'238 are withdrawn . However, claims 1-3, 12, 14 of '238 have not been cancelled or 
amended from the subject matter claimed in the instant application and thus the 
rejection remains . 

35 U.S.C. § 112, 1 st parag., Written Description 

Applicant's arguments, page 6 of Applicant's response, filed October 17, 2006 
have been fully considered but they are not persuasive. Applicant indicates that if the 
homologous substitution is made in the mouse sequence, as it does in the human 
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sequence, it would likewise be a glycine to valine substitution. This would occur at 
amino acid residue 170. Applicant indicates that support for this amino acid substitution 
is found on page 34, lines 14-16 of the specification. In response, the claim amendment 
is not persuasive. As indicated in the Final Action, it is not clear what is meant by 
"homolog." See Final Action, page 5. The specification indicates particular proteins as 
homologs of LRP-5. There is a mouse homolog of LRP-5 (specification, parag. 127) 
and that LRP-6 is a homolog of LRP-5 (specification, parag. 184). While Applicant 
provides these examples, it is unclear what other proteins (if any) are encompassed as 
a homolog of human LRP-5. It is noted that "homolog" is a broad term and does not 
specifically limit the claim to only mouse LRP-5. As such, what characteristics of a 
protein as a homolog of LRP-5 are unclear. Thus, the rejection is maintained . With 
regard to support for the amino acid substitution, it is noted that support is found on 
page 31, lines 14-16. 

35 U.S.C. § 112, Enablement 

Applicant's arguments, page 7 of Applicant's response, filed October 17, 2006 
have been fully considered and they are persuasive in part . Applicant indicates that the 
current claims are directed to a "transgenic mouse" and are not directed to a "transgenic 
rodent." With regard to the rejection as it applies to this issue the rejection is withdrawn . 
Applicant indicates that the claims more clearly recite the homolog mouse sequence 
with a glycine to valine substitution at residue 170. In response, the amendment to the 
claim is not persuasive because as indicated above in the Written Description rejection, 
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it is unclear what is meant by "homolog." It is unclear what characteristics are used to 
arrive at a mouse homolog and thus, the rejection as it applies to the claims remains . 
Regarding the issue that the claimed mice did not exhibit any phenotype (Final Action, 
page 13, 2 nd parag.), Applicant has amended the claims (see claim 2) and included the 
phenotype of the claimed mice. The rejection as it applies to this issue is withdrawn . 
With regard to the issue of the claims being readable on gene therapy (Final Action, 
page 15, 2 nd parag.), the claim amendments do not overcome the issue. While 
Applicant has amended the claims (e.g. claim 1) such that the phrase "somatic and/or 
germ cells" was rewritten to read, "somatic and germ cells," the claims are still readable 
on methods of gene therapy as the transgene construct is not necessarily integrated in 
the genome of the transgenic mouse. This issue has been touched upon in the opening 
paragraph of the Enablement rejection (page 8, first indentation): 

"a transgenic mouse comprising a transgene construct comprising a nucleic acid 
sequence, SEQ ID NO. 2, encoding human High Bone Mass (HBM) protein, operably 
linked to a promoter, stably integrated in its genome , wherein said mouse exhibits an 
increase in bone mass in more than one parameter selected from among bone density, 
bone strength, trabecular number, bone size, and bone tissue connectivity (Examiner's 
emphasis)." 

As such, the issue that the claims are not enabling as they relate to gene therapy 
remains . 

For these reasons the claims remain rejected. 



No claims allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joanne Hama, Ph.D. whose telephone number is 571- 

272- 291 1. The examiner can normally be reached Monday through Thursday and 
alternate Fridays from 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla, Ph.D. can be reached on 571-272-0735. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 

273- 8300. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
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also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For all other 
customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 
JH 




